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DETAILED ACTION 

Election/Restrictions 

1 . Applicant's election without traverse of Group I and the species of "traumatic 
nerve injury of the peripheral nervous system" in the reply filed on November 19, 2007 
is acknowledged. 

2. Claims 28-31 and 40-43 are withdrawn from further consideration pursuant to 37 
CFR 1.142(b) as being drawn to a nonelected inventions, there being no allowable 
generic or linking claim. Election was made without traverse in the reply filed on 
November 19, 2007. 

Claims 26, 27, and 32-39 will be examined in the instant office action. 

Claim Objections 

3. Claim 34 is objected to because of the following informalities: Claim recites 
dependency from itself. Appropriate correction is required. 

Drawings 

4. This application fails to comply with the requirements of 37 C.F.R. § 1 .821 
through 1.825. Specifically, no sequence identification has been provided for the amino 
acid sequence presented in Figure 1 of the instant specification. In case this sequence 
is new, Applicant needs to provide a substitute computer readable form (CRF) copy of a 
"Sequence Listing" which includes all of the sequences that are present in the instant 
application and encompassed by these rules, a substitute paper copy of that "Sequence 
Listing", an amendment directing the entry of that paper copy into the specification, and 
a statement that the content of the paper and computer readable copies are the same 
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and, where applicable, include no new matter, as required by 37 C.F.R. § 1.821 (e) or 
1.821(f) or 1.821(g) or 1.825(b) or 1.825(d). The instant specification will also need to 
be amended so that it complies with 37 C.F.R. § 1.821(d) which requires a reference to 
a particular sequence identifier (SEQ ID NO: ) be made in the specification and claims 
wherever a reference is made to that sequence. See M.P.E.P. 2422.04. 

Specification 

5. The disclosure is objected to because of the following informalities: The 
disclosure is objected to because it contains an embedded hyperlink and/or other form 
of browser-executable code (for example, see page 8 of the instant specification). 
Applicant is required to delete the embedded hyperlink and/or other form of browser- 
executable code. See MPEP § 608.01 . 

Appropriate correction is required. 

Claim Rejections - 35 USC §112 

6. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

7. Claims 26, 27 and 32-39 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

8. Claim 26 is vague and indefinite in so far as it employs the term "clusterin" as a 
limitation. This term is appears to be novel, and without a reference to a precise amino 
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acid sequence identified by a proper SEQ ID NO: one cannot determine the metes and 
bounds of "clusterin". Moreover, because the instant specification does not identify that 
property or combination of properties which is unique to and, therefore, definitive of 
"clusterin", an artisan cannot determine if a compound would be included or excluded 
from the claimed subject matter by the presence of this limitation. 

9. Claims 26 and 27 are vague and indefinite in their recitation of prevention of the 
instantly-elected traumatic nerve injury of the peripheral nervous system. Absent the 
method steps by which the process is performed, one of ordinary skill in the art would 
not be reasonably apprised of the metes and bounds of the method. 

1 0. Claim 26 is further vague and indefinite in its recitation of an agonist or activity, 
absent a specified activity, one of ordinary skill in the art would not know the metes and 
bounds of the claim. 

1 1 . Claim 26 is vague and indefinite in its recitation of "isoforms" and "derivatives", 
absent a recitation within the specification as to the distinguishing features of the 
different isoforms over the different derivatives, an artisan would not be reasonably 
apprised as to the subject matter claimed. 

12. Claim 34 recites the limitation "the fused protein" in claim 34. There is 
insufficient antecedent basis for this limitation in the claim. 

13. Claims 37 and 39 are vague in their recitation of "use" or "used". Without active 
steps delineating the specific use, it is unclear if the Applicant is reciting a use that is 
known in the art or one that is a novel feature of the invention. A recitation of 
"administration" would obviate this rejection. 
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14. Claims 32-33, 35-36 and 38 are indefinite for depending from indefinite claims. 

15. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

16. Claims 26, 27, and 32-39 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 

Claim 26 recites a composition comprising clusterin, an isoform, mutein, fused 
protein, functional derivative, active fraction, circularly permutated derivative, or an 
agonist of clusterin activity. Claim 32 recites sequences with "at least 40 % or 50 % or 
60 % or 70 % or 80 % or 90 % identity" to SEQ ID NO: 1 or any of its fragments. Claims 
27, and 33-39 are dependent claims and are therefore included in the rejection. The 
claims do not require that the "isoform, mutein, fused protein, functional derivative, 
active fraction, circularly permutated derivative, or an agonist of clusterin activity" or 
mutein having "at least 40 % or 50 % or 60 % or 70 % or 80 % or 90 % identity" to SEQ 
ID NO: 1 or any of its fragments, possess any particular conserved structure or other 
disclosed distinguishing feature. Thus, the claims are drawn to a genus of molecules 
defined only as being related to clusterin or having agonist clusterin activity, therefore 
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the genus is merely defined by name and function and the instant specification fails to 
describe the entire genus of molecules that are encompassed by these claims. 

In making a determination of whether the application complies with the written 
description requirement of 35 U.S.C. 112, first paragraph, it is necessary to understand 
what Applicant has possession of and what Applicant is claiming. From the 
specification, it is clear that Applicant is in possession of specific examples of clusterins 
(Us 0077 and 0078 of the PGPub). The claims, however, encompass method of 
administration of any clusterin isoform, mutein, fused protein, functional derivative, 
active fraction, circularly permutated derivative, or an agonist of clusterin activity, thus, 
the claims are not limited to specific molecules with known structure. The claims merely 
require the claimed methods employ molecules that serve to activate clusterin activity. 

To provide adequate written description and evidence of possession of a claimed 
genus, the specification must provide sufficient distinguishing identifying characteristics 
of the genus. The factors to be considered include disclosure of complete or partial 
structure, physical and/or chemical properties, functional characteristics, 
structure/function correlation, methods of making the claimed product, or any 
combination thereof. In the instant case, the only factor present in the claims is a 
recitation of a name, "clusterin" and a reference to limited similarity to SEQ ID NO: 1 or 
fragments thereof. Moreover, the specification states that "Despite its ubiquitous 
expression ... the genuine function of clusterin remains unraveled" fl| 0035). Therefore, 
it is not even known what activity the clusterin isoform, mutein, fused protein, functional 
derivative, active fraction, circularly permutated derivative, or an agonist is meant to 
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exhibit. Furthermore, there is not even identification of any particular portion of the 
structure that must be conserved for activity. As stated above, it is not even clear what 
molecules except that of SEQ ID NO: 1 would serve as a form of clusterin or as an 
agonist/activator. The specification does not provide a structure of these isoforms, 
muteins, fused proteins, functional derivatives, active fractions, circularly permutated 
derivatives, or agonists, and fails to provide a representative number of species for the 
recited genus (i.e. a representative number of molecules having at least 40, 50, 60, 70, 
80 or 90% homology to SEQ ID NO: 1 AND having a relevance to clusterin activity). 
Accordingly, in the absence of sufficient recitation of distinguishing identifying 
characteristics, the specification does not provide adequate written description of the 
claimed genus. 

Vas-Cath Inc. v. Mahurkar, 1 9USPQ2d 1 1 1 1 , the court clearly states "applicant 
must convey with reasonable clarity to those skilled in the art that, as of the filing date 
sought, he or she was in possession of the invention. The invention is, for purposes of 
the 'written description' inquiry, whatever is now claimed." (See page 1117.) The 
specification does not "clearly allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed." (See Vas-Cath at page 1116). As discussed 
above, the skilled artisan cannot envision the structure of the encompassed genus of 
clusterin isoforms, muteins, fused proteins, functional derivatives, active fractions, 
circularly permutated derivatives, or an agonists, and therefore conception is not 
achieved until reduction to practice has occurred, regardless of the complexity or 
simplicity of the method of identifying activity. Adequate written description requires 
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more than a mere recitation of activity as part of the invention and a reference to a 
potential method of isolating or screening. The compound itself is required. See Fiers v 
Revel, 25 USPQ2d 1601 at 1601 (CAFC 1993) and Amgen Inc. v. Chugai 
Pharmaceutical Co. Ltd., 18 USPQ2d 1016. 

One cannot describe what one has not conceived. See Fiddes v. Baird, 30 
USPQ2d 1481 at 1483. In Fiddes, claims directed to mammalian FGF's were found to 
be unpatentable due to lack of written description for that broad class. The specification 
only provided for the bovine sequence. 

Applicant is reminded that Vas-Cath makes clear that the written description 
provision of 35 U.S.C. § 1 12 is severable from its enablement provision (see page 
1115). 



Claim Rejections - 35 USC § 102 

17. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 



18. Claims 26, 27, 32 and 39 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Fiscella et al. US 2003/0017297 A1, published February 6, 2003. 
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19. Claim 26 is drawn to a method of preventing or treating a peripheral neurological 
disease comprising the administration of a composition comprising administering 
clusterin to an individual having peripheral neurological disease. Dependent claims 
recite wherein the peripheral neurological disease is the instantly-elected traumatic 
nerve injury of the peripheral nervous system (Claim 27), wherein the clusterin is a 
mutein polypeptide comprising at least 40% identity to SEQ ID NO: 1 (Claim 32), and 
administration of about 0.001 to 100 mg/kg or body weight or about 1 to 10 mg/kg of 
body weight or about 5 mg/kg of body weight (Claim 39). 

20. The Fiscella et al. reference teaches administration of a polypeptide (SEQ ID 
NO: 34 of the reference) that is 57.6% identical to SEQ ID NO: 1 of the instant claims 
(see alignment attached) for the treatment of traumatic injury of both the central and 
peripheral nervous systems (column 139, lines 4-55). Thus, teaching a mutein of SEQ 
ID NO: 1 wherein the amino acid sequence has at least 40% identity to the instantly 
claimed subject matter. Furthermore, the reference teaches polypeptides are 
administered in the range of 1 ug/kg body weight to 10mg/kg body weight (column 212, 
lines 18-19), which teaches the limitation of administration of "about 0.001 to 100 mg/kg 
or body weight or about 1 to 10 mg/kg of body weight or about 5 mg/kg of body weight" 
as recited in instant Claim 39. Therefore, instant claims 26, 27, 32 and 39 are 
anticipated by the reference. 
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21 . Claims 26 and 32 are rejected under 35 U.S.C. 102(e) as being anticipated by 
PCT/US02/40892, filed December 23, 2002. 

22. Claims 26 and 32 are drawn to a method of preventing or treating a peripheral 
neurological disease comprising the administration to an individual having peripheral 
neurological disease of a composition comprising an active fraction or fused protein of a 
clusterin wherein the clusterin is SEQ ID NO: 1. 

23. PCT/US02/40892 teaches albumin fusion proteins comprising amino acid 
residues 1-22 of SEQ ID NO:1 (see SEQ ID NO:382 of reference) for the treatment and 
prevention of diabetic neuropathy (column 2, lines 27-13 and column 5, lines 2-4). The 
instant specification defines diabetic neuropathy as falling within the peripheral 
neurological diseases of the instant claims (see U 0091). Therefore, the reference 
anticipates the method of claims 26 and 32. 

Claim Rejections - 35 USC § 103 

24. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

« 

25. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 



Application/Control Number: Page 1 1 

10/550,775 

Art Unit: 1649 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

26. Claims 35 and 36 are rejected under 35 U.S.C. 103(a) as being unpatentable 

* 

over Fiscella et al. as applied to claims 26, 27, 32 and 39 above, and further in view of 
Koch et al. Prostate Cancer and Prostatic Diseases 1:101-104, published 1997. 

27. Claim 35 is drawn to the method of preventing or treating a peripheral 
neurological disease comprising the administration of a composition comprising 
clusterin wherein the composition further comprises heparin. 

28. The Fiscella et al. reference teaches administration of a clusterin polypeptide, 
which is at least 40% homologous to the instantly-claimed clusterin polypeptide of SEQ 
ID NO: 1 , for the treatment of traumatic injury of both the central and peripheral nervous 
systems and teaches the limitation of claim 26. The Fiscella reference does not teach a 
composition further comprising heparin as recited by claim 35. The Koch et al. 
reference teaches that heparin is a useful treatment following radical prostatectomy 
(whole reference) and the instant specification defines surgical prostatectomy as a 
specific embodiment of traumatic nerve injury of the PNS flj 0006). 

29. Section 2144.06 of the MPEP outlines the examination of Art Recognized 
compositions useful to treat the same condition and quotes, "It is prima facie obvious to 
combine two compositions each of which is taught by the prior art to be useful for the 
same purpose, in order to form a third composition to be used for the very same 
purpose.... [T]he idea of combining them flows logically from their having been 
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individually taught in the prior art." In re Kerkhoven, 626 F.2d 846, 850, 205 USPQ 
1069, 1072 (CCPA 1980). In the instant case, the Fiscella prior art has taught that 
clusterin polypeptides are useful for the treatment of peripheral neurological disease 
and the Koch prior art teaches that heparin is useful for the treatment of peripheral 
neurological disease following radical prostatectomy. Thus, it would have been obvious 
to one of ordinary skill to combine the teachings and compositions as taught by the 
reference for a combined method of treating peripheral neurological disorders because 
it the art has recognized their usefulness for that same purpose. 

30. Claim 37 is rejected under 35 U.S.C. 103(a) as being unpatentable over Fiscella 
as applied to claims 26, 27, 32 and 39 above, and further in view of DiPaola et al., 
Clinical Cancer Research, 3:1999-2004, November 1997. 

31 . Claim 37 is drawn to the method of preventing or treating a peripheral 
neurological disease comprising the administration of a composition comprising 
clusterin wherein the composition further comprises an interferon for simultaneous, 
sequential or separate use. The instant specification defines surgical prostatectomy as 
a specific embodiment of traumatic nerve injury of the PNS fl| 0006). 

The Fiscella et al. reference teaches administration of a clusterin polypeptide, 
which is at least 40% homologous to the instantly-claimed clusterin polypeptide of SEQ 
ID NO: 1 , for the treatment of traumatic injury of both the central and peripheral nervous 
systems and teaches the limitation of claim 26. The Fiscella reference does not teach a 
composition further comprising interferon as recited by claim 37. The DiPaola et al. 
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reference, however, teaches that compositions comprising interferon are useful 
treatment following radical prostatectomy (abstract) and the instant specification defines 
surgical prostatectomy as a specific embodiment of traumatic nerve injury of the PNS (U 
0006). 

Section 2144.06 of the MPEP outlines the examination of art recognized 
compositions useful to treat the same condition and quotes, "It is prima facie obvious to 
combine two compositions each of which is taught by the prior art to be useful for the 
same purpose, in order to form a third composition to be used for the very same 
purpose.... [T]he idea of combining them flows logically from their having been 
individually taught in the prior art." In re Kerkhoven, 626 F.2d 846, 850, 205 USPQ 
1069, 1072 (CCPA 1980). In the instant case, the Fiscella prior art has taught that 
clusterin polypeptides are useful for the treatment of peripheral neurological disease 
and the DiPaola prior art teaches that interferon is useful for the treatment of peripheral 
neurological disease following radical prostatectomy. Since it is prima facie obvious to 
combine two compositions each of which is known to be useful for the same purpose, 
the invention as a whole is prima facie obvious, if not actually anticipated by the 
reference. 

Conclusion 

32. No claim is allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Stacey MacFarlane whose telephone number is (571) 
270-3057. The examiner can normally be reached on M,W and ALT. F 6 am to 3 pm, T 
& R 5:30 am -4 pm.. 



If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on (571) 272-091 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Stacey MacFarlane 

Examiner 

Art Unit 1649 
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RESULT 2 9 
US-09-832-129-34 

; Sequence 34, Application US/09832129 
; Publication No. US20030027297A1 
; GENERAL INFORMATION: 
; APPLICANT: Fiscella et al. 
; TITLE OF INVENTION: 19 Human secreted proteins 
; FILE REFERENCE: PZ045P1 

; CURRENT APPLICATION NUMBER: US/09/832,129 

; CURRENT FILING DATE: 2001-04-11 

; PRIOR APPLICATION NUMBER: PCT/US00/2 8 664 

; PRIOR FILING DATE: 2000-10-17 

; PRIOR APPLICATION NUMBER: 60/163,085 

; PRIOR FILING DATE: 1999-11-02 

; PRIOR APPLICATION NUMBER: 60/172,411 

; PRIOR FILING DATE: 1999-12-17 

; NUMBER OF SEQ ID NOS : 70 

; SOFTWARE: PatentlnVer. 2.0 

; SEQ ID NO 34 

LENGTH: 363 

TYPE : PRT 
; ORGANISM: Homo sapiens 
US-09-832-129-34 



Query Match 57.6%; Score 1360; DB 3; Length 363; 

Best Local Similarity 74.6%; Pred. No. 2.7e-107; 

Matches 252; Conservative 39; Mismatches 45; Indels 2; Gaps 1; 
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Sequence 34, Application US/10733368 
Publication No. US20040126801A1 
GENERAL INFORMATION: 
APPLICANT: Fiscella et al . 

TITLE OF INVENTION: 19 Human secreted proteins 
FILE REFERENCE: PZ04 5P1 

CURRENT APPLICATION NUMBER: US/10/733,368 

CURRENT FILING DATE: 2 003-12-12 

PRIOR APPLICATION NUMBER: US/09/832,129 

PRIOR FILING DATE: 2001-04-11 

PRIOR APPLICATION NUMBER: PCT/USOO/28664 

PRIOR FILING DATE: 2000-10-17 
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Application/Control Number: 

10/550,775 

Art Unit: 1649 
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; PRIOR APPLICATION NUMBER: 60/163,085 

; PRIOR FILING DATE: 1999-11-02 

; PRIOR APPLICATION NUMBER: 60/172,411 

; PRIOR FILING DATE: 1999-12-17 

; NUMBER OF SEQ ID NOS : 70 

SOFTWARE : Patentln Ver . 2.0 
; SEQ ID NO 34 
LENGTH: 363 
TYPE : PRT 
; ORGANISM: Homo sapiens 
US-10-733-368-34 

Query Match 57.6%; Score 1360; DB 4; Length 363; 

Best Local Similarity 74.6%; Pred. No. 2.7e-107; 

Matches 252; Conservative 39; Mismatches 45; Indels 2; Gaps 1; 
Qy 2 MKTLLLFVGLLLTWESGQVLGDQTVSDNELQEMSNQGSKYVNKEIQNAVNGVKQIKTLIE 61 



Db 




Qy 



62 KTNEERKTLLSNLEEAKKKKEDALNETRESETKLKELPGVCNETMMALWEECKPCLKQTC 121 ' 



Db 




Qy 



122 MKFYARVCRSGSGLVGRQLEEFLNQSSPFYFWMNGDRIDSLLENDRQQTHMLDVMQDHFS 181 



Db 




Qy 



182 RASSIIDELFQDRFFTREPQDTYHYLPFSLPHRRPHFFFPKSRIVRSLMPFSPYEPLNFH 241 



Db 




Qy 



24 2 AMFQPFLEM I HEAQQAMDI HFHS PAFQH PPTEF I REGDDDRTVCREI RHNSTGCLRMKDQ 301 





Db 



241 DMFQPFFDMIHQAQQAMDVNLH- -RLPHFPMEFTEEDNQDGAVCKEIRHNSTGCLKMKDQ 298 



Qy 

Db 



302 CDKCRE I LSVDCSTNNPSQAKLRRE LDE S LQVAERLTR 33 9 

hllllllllllhllhl = I I : I I : llhlh h 
299 CE KCRE I LS VDC S SNNP AQVQ LRQE LNNS LQ I AE KFT K 33 6 



